: Backbone atom positional root-mean-square deviations. 
: Backbone atom positional root-mean-square deviations. Table 2 (main article), in the left graph the dierences between RE1 and RE-nw1/RE-nw2 seem larger than between RE1 and RE2. However, the striking dierence observed between λ=0 and 0.1 is compensated by the dierences at higher λ. In addition to the simulations at equally spaced λ values (in steps of 0.1), we inserted more simulations at the apparent extrema close to λ=0 and λ=0.8. Figure S7 : RMSD of the ligand with respect to the "RE"-pose (the dominant alternative ligand pose found in our RE simulations, see Figure 9B , cluster 2) in four sets of simulations performed without replica exchange between the individual simulations at dierent λ values. Data for additional λ points which were recorded around the extrema close to λ=0 and λ=0.8 are not shown.
Molecular building block for Eugenol (EOL) Figure S8 : Eugenol bonded and non-bonded parameters for the GROMOS 54A8 set. 
